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Are models correct for the distribution widths?

fyn SH3 constructs

In recent years, a “new view” of protein folding has emerged, wherein a single folding
path is replaced by multiple paths on an energy landscape that connect the unfolded and

folded states. While this theoretical view has become popular, the experimental J
evidence for multiple folding pathways is sparse. Experimental observation of simple first
order kinetics (two-state behavior) may belie the complexity of the folding/unfolding N>10 N>20
transition. Details of this transition may be elucidated by monitoring folding events and
.

folding trajectories of individual protein molecules, an approach that we are pursuing v m
using single-molecule spectroscopies. Here, we report on single-molecule fluorescence

resonant energy transfer (FRET) measurements of a series of fluorescently labeled fyn

SH3 domains under conditions that favor either the native or the unfolded state. We w303 THSC/S 150 Py SHI TG4

present energy transfer distributions determined from single molecule measurements

and interpret the results ---- We also present methods capable of increasing the

precision of single molecule energy transfer measurements. Simulated energy transfer distributions assuming

n donor and acceptor emission are Poisson processes
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